64% 



[CpFe(C02)2l2 

CsFitI 

3 EtaN. EtzO 

Na2S204/NaHC03 
Et20. H2O, BU4NHSO4 



:46% <Qf^ 4 



CsFiT ROH 



cat. 
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a 



C8F17 



or ^1 6 



CpaZrCfe. AgCI04 
CH2CI2. 4 A MS 



^^^C8Fi7 

+ Cp2ZrlCI 



CIO? 



ROH 



rr' 



CsFiT 



68-91% OR 
8 



CsFiT 



O OH 
7 



^O-^OMe 



MeOH, 
THF, TsOH 
80-95% 



9 



ROH 



Figure 1 
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y + csfiti 



[CpFe(C02)2l2 



CsFiT PhSH. toluene 



rr' 



CsFiT 



EtaN, MeOH; 83% ^O'^OMe TsOH, 100 'C ^CT^SPh 

9 61% 10 



ROH 




MeOH, 
THF, TsOH 
70 "C. 20-30 h 



72% 



MCPBA, 
Na2HP04 
CH2CI2, 0 "C 
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■CsFi? Cp2ZrCl2. AgCI04 



ROH, CH2CI2, 

4 A MS, -20 »C to rt 




)THP'' 
12; 78% (94%) 




OTHP^ 

C02Me 
15; 67% (82%) 




^^^'^^^OTHP^ 
13; 74% (78%) I I 

16; 68% (91%) 



OTHP*" 

18; 75% (88%) 



THP^ 

19; 30% (22%) 



Ph-^OTHP'' 



14; 92% (96%) 



PfT ^ ^OTHP" 
17; 85% (93%) 



'THP 




20; 71% (82%) 



purifications witti FC-72/MeCN orFRP silica gel; 
yields listed are for protection (deprotection) of alcohols 
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8"^ 17 



21 



1. Mg.EtzO 

'!» 

2. HC02Et 

93% 



F17C8 OH 




ROH 



EtOCH=CH2. 
Hg(0Ac)2 

FC-72. 45 X 
88% 



EtzO. MeOH 
CSA. 3 h, r.t.; 
78-100% 





EtzO, rt.orTHF. 65 "C 
CSA (5 mol%) 
ROH; 61-93% 

OR 

A = 



F17C8 O*^^ = AE^OR 
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25 84% (97%) 
26 93% (98%) 



90% (100%) 



OAE^ 



oae"^ 

81% (95%) 
28 




:)ae< 

84% (100%) 
29 



I NHAE"" 



61% (78%) 
30 



38% (96%) 
31 



a// purifications were performed by liquid/liquid extraction with 

FC-TT/organic/aqueous solvent; 

yields listed are for protection (deprotection) of alcohols 



Figure 3 




C8F17 



CeFi/ 



Ph(R)SiCl2(32), 
CH2CI2/BTF (1:1). 
NEt3. reflux 
► Ph 



:1). _/"«'^^ 
^ CI CsFiT 



33a(R=Me) 
33b (R=Ph) 



Cyclohexanol, 
CH2CI2. NEt3. 
DMAP.rl 



^ O ( 

6 



34a (R=Me). 36% (2 steps) 
34b (R=Ph), 47% (2 steps) 



1 . TBDPS-CI, DMAP. Cyclohexanol. 

imidazole. CH2CI2, ^'^^^^7 CH2Cl2.NEt3. f-^^xr 

HO^ P^^Si'^ ^^'^^ rt..97%^ P^^sP 

C8''i7 2. Br2. CICH2CH2CI ^-^^ Br 36 O 37a 

^5 0 X - rt., 72% ^— ^ 
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R-OH, 

/— CsFl? CH2CI2, NEt3, y— C8F17 TBAF. THF. 

.0—' DMAP. rt. ou 0—^ 3 h. rt. 



Ph P-" DMAP, rt. ph p-' 3h.rt. 

>i ^ :Si ► R-OH 

'-^"^r 36 '-B""b-R 37a-f 333., 
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Synthesis of Combinatorial Mixtures using Fiuorous Quencti 




3 equiv of each vs. aldehyde 
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Synthesis of Combinatorial Mixtures using Fluorous Quench 




E^O, CSA (cat.) 
F17C8 




OAE^ 



purification by fluorous 
extraction with FC-72 



EtsO.MeOH 
5% CSA. rt,3h 



"R/re mixtures'* of 6 adducts 
in ca. 75% yield trom aldehyde 
in organic phase 




purification by fluorous 
extraction with FOTZ/ 
MeCN 



Figure 7 



Synthesis of Combinatorial Mixtures using Fluorous Quench: Sample Characterization 




Figure 8 



• structural Variation of the Antimitotic Natural Product Curacin A: C(1)-C(18) Segment 



-(CH2)8CH20TBDMS 1 . TBAF, THF 



— O 'NHCOR 

1664 cm"'' 
1600 cm-^ 
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2. PySOa. NEta. 
DMSO 

3. EtMgBr. THF 




1654 cm' 
1600 cm"'' 



(CH2)8CH(Et)OH 
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BPFOS-Br, NEt3 



DMAP,CH2Cl2 




(CH2)8CH(Et)OBPFOS TFA, CH2CI2 



1654 cm 
1600.1240. 1210 cm- 
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-(CH2)8CH(Et)OBPFOS 



1 1 % (1 2 steps; 83%/step) HO 
purified by FRP 
S/O2 filtration 



NHCOR 




52 R = c-CeHu 



(CH2)8CH(Et)OH 



Figure 9 



